The interaction between viruses and susceptible cells in tissue cultures often results in cellular alterations referred to as cytopathic effect (CPE) with or without virus replication, polykaryocytosis, and alterations in host cell deoxyribonucleic acid (DNA), ribonucleic acid (RNA), and protein synthesis (9) . Another response of host cells is the redistribution and release of their hydrolytic enzymes after virus infection (2). Gilbert (11) studied enzymatic levels of glutamic oxalacetic transaminase and lactic dehydrogenase (LDH) in monkey kidney cells infected with echovirus type 12, adenovirus type 7, and Sendai virus. These viruses exhibited distinctive patterns of enzyme activities when correlated with cytopathic effects. Allison and Sandelin (4) found increased levels of ,B-glucuronidase in rhesus monkey kidney cells infected with mouse hepatitis virus and vaccinia virus.
The present study describes the release of LDH into tissue culture fluids in rabies-infected cells and ,B-glucuronidase levels in cell lysates from the same cultures to determine the role of lysosomes in rabies-infected tissue culture without accompanying CPE. 72 hr at 37 C. The medium was then decanted, and half of the flasks were infected by adding 0.5 ml of a 10-fold dilution of the virus described above for 60 min at 37 C. The rest of the flasks received 0.5 ml of maintenance medium and were used as uninfected controls. After the 60-min period, the inoculum was removed and the cells were reincubated with maintenance medium at 35 C.
At 1-day intervals after infection, fluids from one inoculated and one control flask were decanted and centrifuged at 170 X g for 10 min. These cell-free fluids were examined for LDH activity, as described below, and samples were stored at -70 C for virus titration.
Cell monolayers were washed twice with phosphatebuffered saline (PBS), pH 7.2, at 25 C and removed with a sterile rubber policeman (18) . The policeman and flask were carefully washed with PBS. The cells were centrifuged at 700 X g for 5 min. The pellets were resuspended in 1 ml of distilled water and then frozen and thawed 10 times (with an alcohol-dry ice bath). The cell lysates were examined for 3-glucuronidase activity, and samples were stored at -70 C for virus titration. (Fig. 1) . The rise in titer was not accompanied by changes in enzyme levels during the first 3 days after infection. LDH activity increased moderately on the 4th day and rose to highest levels on the 6th day, at which time FA staining showed 100%0 of the cells to be infected, and the virus titer was highest. The increase of fluorescence followed approximately the same pattern with both viruses in both cell lines. The cell lysates showed more or less the same enzymatic f-glucuronidase curve in both cell lines infected with both viruses (Fig. 2) . The difference in the levels of 3-glucuronidase in lysates of normal and infected cells began to be evident during the 4th day after infection and rose to the highest levels on the 5th or 6th day. There was no significant difference between BHK and I cells in virus titer, fluorescence, or enzyme levels; moreover, both viruses gave the same reaction in both types of cells.
The vital AO (17) found that chick embryo cells infected with fowl plague virus (an avian strain of influenza A that produces CPE) released lysosomal enzymes from the particulate to the supernatant fraction as early as 6 hr after infection. These changes occurred in the presence of high concentrations of p-fluorophenylalanine, suggesting that they resulted from redistribution of preformed enzymes rather than from de novo protein synthesis. No such changes were observed when the Melbourne strain of influenza virus multiplied in the same system without cytopathic effects.
According to some authors, rabies virus produces CPE, but it becomes evident only 10 or more days after infection, depending on the cell lines and type of virus strain used (5, 10, 12, 15, 21) .
The experiments described in this paper showed that the growth of two strains of rabies virus in two different cell lines was accompanied by activation of lysosomal enzymes without any indication of CPE. One of the indications of viral uptake into cells is the disappearance of viral antigen (eclipse period) and the subsequent appearance of new virus, as determined by FA staining and infectivity. In rabies virus-infected BHK-21 cells to which diethylaminoethyl dextran has been added, newly formed rabies antigen appears in the cytoplasm as early as 9 hr after infection (13 
